
- Zhang 



'728. 665 



28/09/2006 



SEARCH HISTORY 



=> d his ful 



(FILE 'HOME' ENTERED AT 15:11:25 ON 2 8 SEP 2006) 



LI 



L2 



L3 

L4 
L5 



FILE 'HCAPLUS' ENTERED AT 15:11:33 ON 28 SEP 2006 
E MEDICHERLA SATYANARAYANA/AU 

SEA ABB=ON ("MEDICHERLA SATYA"/AU OR "MEDICHERLA S ATYANANYANA " 
/AU OR "MEDICHERLA SATYANARAYANA" / AU) 
E PROTTER ANDREW A/AU 

SEA ABB=ON ("PROTTER A A"/AU OR "PROTTER ANDREW " / AU OR 
"PROTTER ANDREW A"/AU OR "PROTTER ANDREW AS HER" /AU OR "PROTTER 
ANDY"/AU) 

E SCHREINER GEORGE F/AU 

SEA ABB=ON ("SCHREINER GEORGE " / AU OR "SCHREINER GEORGE E"/AU 
OR "SCHREINER GEORGE F"/AU OR "SCHREINER GEORGE FREDERIC" /AU) 
SEA ABB = ON LI AND L2 AND L3 
SEA ABB = ON L4 AND ?DIABETES? 
SELECT RN L5 1-3 



29 



73 



170 

5 
3 



FILE 'REGISTRY' ENTERED AT 15:13:00 ON 28 SEP 2006 
L6 22 .SEA ABB=ON ( 165245 - 96 -5/BI OR 50-99-7/BI OR 9004-10-8/BI OR 

152060-53-2/BI OR 1670-87-7/BI OR 176023 - 64 -6/BI OR 179800-23-8 
/BI OR 192333-55-4/BI OR 253-82-7/BI OR 3 09913 -2 8 - 8/BI OR 

309913- 29-9/BI OR 309913 -41-5/BI OR 309913 -51-7/BI OR 309913-59 
-5/BI OR 309913-92-6/BI OR 309914-09-8/BI OR 309914 -17 -8/BI OR 

309914- 25-8/BI OR 309914 - 66 - 7/BI OR 309914 -79-2/BI OR 309914-94 
,-1/BI OR 627536-09-8/BI) 



L7 




L8 
L9 



L10 
Lll 
L12 
L13 



FILE 'HCAPLUS' ENTERED AT 15:13:18 ON 28 SEP 20 
3 SEA ABB=ON L5 AND L6 \^yt^e^y>T^ 



REGISTRY' ENTERED AT 15:15:48 ON 28 SEP 2006 
1 SEA ABB = ON 3 09913-51-7/ RN 
1 SEA ABB=0N^-51T9913-5T^777 




FILE 'HCAPLUS' ENTERED AT 15:16:44 ON 28 SEP 2006 
8 SEA ABB=ON L9 

1 SEA ABB=ON L10 AND 7DIABETES? 
8 SEA ABB=ON L10 OR Lll 

6 SEA ABB=ON L12 AND (PRD<20031206 OR PD<20031206) 



L14 



FILE 'MEDLINE, BIOSIS, EMBASE, JAPIO, JICST-EPLUS ' ENTERED AT 15:17:49 ON 
28 SEP 2006 

0 SEA ABB = ON L12 



L15 



FILE 1 US PAT FULL ' ENTERED AT 15:18:13 ON 28 SEP 2006 

5 SEA ABB=ON L12 AND (PRD<20031206 OR PD<20031206) 




L17 



E P3 8 MAPK INHIBITOR/CN 
2 SEA ABB=ON ("P38 MAPK"/CN OR "P38 MAPK (BIOMPHALARIA GLABRATA 
STRAIN BS90 HEMOCYTE) " /CN OR "P38 MAPK INHIBITOR" /CN) 



L18 



FILE 'HCAPLUS' ENTERED AT 15:39:42 ON 28 SEP 2006 

10002 SEA ABB=ON L17 OR P38 (W) ?MAPK? (W) 7INHIBIT? 
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L19 320 SEA ABB = ON L18 AND ?DIABETES? 

L20 25 SEA ABB=ON L19 AND (TYPE (W) (1 OR I) (W) 7DIABETES?) 

L21 6 SEA ABB = ON L20 AND (PRD<20021206 OR PD<20021206) 



FILE 'MEDLINE, BIOSIS, EMBASE , JAPIO, JICST-EPLUS' ENTERED AT 15:41:28 ON 



L22 



28 SEP 2006 _ , * 

23 SEA ABB=ON L20 J? ^ 




FILE ' US PAT FULL 1 ENTERED AT 15:42:04 ON 28 SEP 2006 
L23 28 SEA ABB = ON L20 AND (PRD<20021206 OR PD<20021206) 

FILE 1 USPATFULL, HCAPLUS* ENTERED AT 15:43:04 ON 28 SEP 2006 
L24 34 DUP REMOV L23 L21 (0 DUPLICATES REMOVED ) ^ ^^>^ 

FILE HOME 

FILE HCAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 28 Sep 2006 VOL 145 ISS 14 
FILE LAST UPDATED: 27 Sep 2006 ( 2006092 7/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 27 SEP 2006 HIGHEST RN 909000-49-3 
DICTIONARY FILE UPDATES: 27 SEP 2006 HIGHEST RN 909000-49-3 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2 006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http: //www. cas .org/ONLINE/UG/regprops .html 
FILE MEDLINE 

FILE LAST UPDATED: 27 Sep 2006 (20060927/UP) . FILE COVERS 1950 TO DATE. 
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On December 11, 2005, the 2006 MeSH terms were loaded. 

The MEDLINE reload for 2006 is now (26 Feb.) available. For details 
on the 2006 reload, enter HELP RLOAD at an arrow prompt (=>) . 
See also: 

http://www.nlm.nih.gov/mesh/ 

http : //www . nlm . nih . gov/pubs/ techbull/nd04 /nd04_mesh . html 

http : / /www . nlm . nih . gov/ pubs/techbull/nd05/nd05_med_data_changes . html 

http : //www . nlm. nih . gov/pubs/ techbull/nd05/nd05_2 00 6_MeSH . html 

OLDMEDLINE is covered back to 1950. 

MEDLINE thesauri in the /_CN, /CT, and /MN fields incorporate the 
MeSH 2006 vocabulary. 

This file contains CAS. Registry Numbers for easy and accurate 
substance identification. 

FILE BIOSIS 

FILE COVERS 1969 TO DATE . 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 1969 TO DATE. 

RECORDS LAST ADDED: 27 September 2006 (20060927/ED) 



FILE EMBASE 

FILE COVERS 1974 TO 28 Sep 2006 (20060928/ED) 

EMBASE has been reloaded. Enter HELP RLOAD for details. 

EMBASE is now updated daily. SDI frequency remains weekly (default) 
and biweekly. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE JAPIO 

FILE LAST UPDATED: 3 APR 2006 <200604 03/UP> 

FILE COVERS APRIL 1973 TO DECEMBER 22, 2005 

>>> GRAPHIC IMAGES AVAILABLE <<< 

>>> NEW IPC8 DATA AND FUNCTIONALITY NOT YET AVAILABLE IN THIS FILE. 

USE IPC7 FORMAT FOR SEARCHING THE IPC. WATCH THIS SPACE FOR FURTHER 
DEVELOPMENTS AND SEE OUR NEWS SECTION FOR FURTHER INFORMATION 
ABOUT THE IPC REFORM <<< 

FILE JICST-EPLUS 

FILE COVERS 1985 TO 26 SEP 2006 (20060926/ED) 

THE JICST-EPLUS FILE HAS BEEN RELOADED TO REFLECT THE 1999 CONTROLLED 
TERM (/CT) THESAURUS RELOAD. 

FILE USPATFULL 

FILE COVERS 1971 TO PATENT PUBLICATION DATE: 28 Sep 2006 (20060928/PD) 

FILE LAST UPDATED: 28 Sep 2006 (20060928/ED) 

HIGHEST GRANTED PATENT NUMBER: US7114185 

HIGHEST APPLICATION PUBLICATION NUMBER: US2006218687 
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CA INDEXING IS CURRENT THROUGH 28 Sep 2006 (2 006092 8/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 28 Sep 2006 (20060928/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Jun 2006 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Jun 2006 



Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 
LOGINID: sssptal700mjr 
PASSWORD : 

****** RECONNECTED TO STN INTERNATIONAL ****** 
SESSION RESUMED IN FILE 'MEDLINE, BIOSIS, EMBASE, JAPIO, JICST-EPLUS 1 
AT 15:52:54 ON 28 SEP 2006 

FILE 'MEDLINE' ENTERED AT 15:52:54 ON 28 SEP 2006 

FILE 'BIOSIS* ENTERED AT 15:52:54 ON 28 SEP 2006 

Copyright (c) 2 006 The Thomson Corporation 

FILE 'EMBASE' ENTERED AT 15:52:54 ON 28 SEP 2006 

Copyright (c) 2006 Elsevier B.V. All rights reserved. 

FILE 'JAPIO' ENTERED AT 15:52:54 ON 28 SEP 2006 

COPYRIGHT (C) 2006 Japanese Patent Office (JPO) - JAPIO 

FILE 'JICST-EPLUS' ENTERED AT 15:52:54 ON 28 SEP 2006 

COPYRIGHT (C) 2006 Japan Science and Technology Agency (JST) 
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INVENTOR SEARCH 

=> d ibib abs hitstr 17 1-3 

L7 ANSWER 1 OF 3 HCAPLUS COPYRIGHT 2 006 ACS on STN 
ACCESSION NUMBER: 2006:658530 HCAPLUS 

DOCUMENT NUMBER: 145:262961 

TITLE: Preventive and therapeutic potential of 

p38ct-selective mitogen-activated protein kinase 
inhibitor in nonobese diabetic mice with type 1 
diabetes 

AUTHOR (S): Medicherla, Satyanarayana; Protter, 

Andrew A.; Ma, Jing Ying; Mangadu, Ruban; 
Almirez, Ramona; Koppelman, Bruce; Kerr, Irene; Navas, 
Tony A.; Movius, Fabiola; Reddy, Mamatha; Liu, 
Yu-Wang; Luedtke, Gregory; Perumattam, John; Mavunkel, 
Babu; Dugar, Sundeep; Schreiner, George F. 

CORPORATE SOURCE: Scios Inc., Fremont, CA, USA 

SOURCE: Journal of Pharmacology and Experimental Therapeutics 

(2006), 318(1), 99-107 

CODEN: JPETAB ; ISSN: 0022-3565 
PUBLISHER: American Society for Pharmacology and Experimental 

Therapeutics 
DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i S h 

AB Mitogen-activated protein kinases (MAPKs) and heat shock proteins (HSPs) 
are ubiquitous proteins that function within T cells in both normal and 
stress-related pathophysiol . states, including type 1 diabetes. 
The nonobese diabetic (NOD) mouse spontaneously develops T cell -mediated 
autoimmune pancreatic beta cell destruction that is similar to type 1 
diabetes in humans. Because p3 8 MAPKs have been shown to modulate 
T cell function, we studied the effects of a p38a MAPK- selective 
inhibitor, indole -5 -carboxamide (SD-169) , on the development and 
progression of type 1 diabetes in the NOD mouse. In preventive 
treatment studies, SD-169 significantly .reduced p38 and HSP60 expression 
in T cells of the pancreatic beta islets. Following treatment, the 
incidence of diabetes as determined by blood glucose levels was 
significantly lower, and immunohistochem. of pancreatic beta islet tissue 
demonstrated significant reduction in CD5+ T cell infiltration in the SD-169 
treatment group as compared with untreated NOD mice. In therapeutic 
studies using mildly and moderately hyperglycemic NOD mice, SD-169 
treatment lowered blood glucose and improved glucose homeostasis. 
Furthermore, following cessation of SD-169 treatment, NOD mice showed 
significant arrest of diabetes* In conclusion, we report that 
this p38ct-selective inhibitor prevents the development and 
progression of diabetes in NOD mice by inhibiting T cell 
infiltration and activation, thereby preserving beta cell mass via 
inhibition of the p38 MAPK signaling pathway. These results have bearing 
on current prophylactic and therapeutic protocols using 
p3 8a-selective inhibitors in the prediabetic period for children at 
high risk of type 1 diabetes, in the honeymoon period, and for 
adults with latent autoimmune diabetes. 

IT 1670-87-7, SD 169 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(SD 169; preventive and therapeutic potential of p38ct-selective 
MAPK inhibitor SD-169 in nonobese diabetic mice with type 1 
diabetes) 

RN 1670-87-7 HCAPLUS 

CN lH-Indole-5-carboxamide (9CI) (CA INDEX NAME) 
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IT 165245-96-5, p38 MAP kinase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(preventive and therapeutic potential of p38a-selective MAPK 
inhibitor SD-169 in nonobese diabetic mice with type 1 diabetes 
) 

RN 165245-96-5 HCAPLUS 

CN Kinase (phosphorylating) , protein, RK (9CI) 



(CA INDEX NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

REFERENCE COUNT: 37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 5464 07 HCAPLUS 
141:82337 

Treatment of obesity and associated conditions with 
TGF-p inhibitors 

Medicherla, Satyanarayana; Protter, 
Andrew A.; Schreiner, George F. 

Scios, Inc. , USA 

PCT Int. Appl., 89 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 


WO 


2004056352 




Al 




20040708 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 






CO, 


CR, 


CU, 


cz, 


DE, 


DK, DM, 






GM, 


HR, 


HU, 


ID, 


IL, 


IN, IS, 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 






PL, 


PT, 


RO, 


RU, 


SC, 


SD, SE, 






UA, 


UG, 


US, 


UZ, 


vc, 


VN, YU, 




RW 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, MZ, 






BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, TM, 






ES, 


FI, 


FR, 


GB, 


GR, 


HU, IE, 






TR, 


BF, 


BJ, 


CF, 


CG, 


CI, CM, 


CA 


2513086 






AA 




20040708 


AU 


2003297460 




Al 




20040714 


US 


2004192583 




Al 




20040930 


EP 


1589960 






Al 




20051102 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, MK, 


JP 


2006512369 




T2 




20060413 



APPLICATION NO. 



DATE 



PRIORITY APPLN. INFO. 



WO 2 
BA, BB, 
DZ, EC, 
JP, KE, 
MK, MN, 
SG, SK, 
ZA, ZM, 
SD, SL, 
AT, BE, 
IT, LU, 

GA, GN, 
CA 2 
AU 2 
US 2 
EP 2 

GB, GR, 
CY, AL, 

JP 2 
US 2 
WO 2 



003-US40907 
BG, BR, BY, 
EE, ES, FI, 
KG, KP, KR, 
MW, MX, MZ, 
SL, TJ, TM, 
ZW 

SZ, TZ, UG, 
BG, CH, CY, 
MC, NL, PT, 
GQ, GW, ML, 
003-2513086 
003-297460 
003-742689 

003- 813828 
IT, LI, LU, 
TR, BG, CZ, 

004- 562359 

002- 435856P 

003- US40907 



20031218 
BZ, CA, CH, CN, 
GB, GD, GE, GH, 
KZ, LC, LK, LR, 
NO, NZ, OM, PH, 
TN, TR, TT, TZ, 

ZM, ZW, AM, AZ, 
CZ, DE, DK, EE, 
RO, SE, SI, SK, 
MR, NE, SN, TD, TG 
20031218 
20031218 
20031218 
20031218 
NL, SE, MC, PT, 
EE, HU, SK 

20031218 
P 20021219 
W 20031218 
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OTHER SOURCE (S): MAR PAT 141:82337 

GI 




AB The invention concerns the treatment obesity and associated conditions with 
TGF-p inhibitors. More specifically, the invention concerns the use 
of TGF-p inhibitors in the treatment of obesity, type 2 
diabetes, and pathol . conditions associated with obesity or type 2 
diabetes, Quinazoline derivative I significantly restricted food 
intake and reduced the body weight of db/db obese mice. I also effectively 
modulated blood glucose levels. 

IT 253-82-7D, Quinazoline, derivs . 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(as TGFp inhibitor; TGF-p inhibitors for treatment of obesity 
and associated conditions) 

RN 253-82-7 HCAPLUS 

CN Quinazoline (6CI, 8CI, 9CI) (CA INDEX NAME) 




IT 627536-09-8 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(as TGFp-Rl inhibitor; TGF-p inhibitors for treatment of 
obesity and associated conditions) 
RN 627536-09-8 HCAPLUS 

CN 4-Pteridinamine, 2- (5 -chloro-2 -f luorophenyl) -N-4 -pyridinyl- (9CI) (CA 
INDEX NAME) 
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CI 




IT 50-99-7, D-Glucose, biological studies 

RL: ADV (Adverse effect, including toxicity); BSU (Biological study, 
unclassified) ; BIOL (Biological study) 

(blood, treatment of damage caused to blood vessels, nerves and other 
internal structures by elevated levels of; TGF-p inhibitors for 
treatment of obesity and associated conditions) 
RN 50-99-7 HCAPLUS 

CN D-Glucose (8CI, 9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




IT 152060-53-2, Type I TGF-p receptor kinase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibition of signaling through; TGF-p inhibitors for treatment 
of obesity and associated conditions) 
RN 152060-53-2 HCAPLUS 

CN Kinase (phosphorylating) , p-transf orming growth factor type I 
receptor (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 9004-10-8, Insulin, biological studies 

RL: ADV (Adverse effect, including toxicity); BSU (Biological study, 
unclassified) ; BIOL (Biological study) 

(resistance, treatment of; TGF-p inhibitors for treatment of 
obesity and associated conditions) 
RN 9004-10-8 HCAPLUS 
CN Insulin (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L7 ANSWER 3 OF 3 HCAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 2004:515679 HCAPLUS 

DOCUMENT NUMBER: 141:47344 
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TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Methods using p38 mitogen-activated protein kinase 
inhibitors for treating diabetes 
Medicherla, Satyanarayana; Protter, 
Andrew A.; Schreiner, George F . 

Scios Inc., USA 

PCT Int. Appl., 104 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2004053107 
WO 2004053107 
W: 



WO 2003-US40140 



20031205 



RN 
CN 



A2 20040624 
A3 20041007 

AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ , NI, NO, 
NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, 
TM, TN, TR, TT, TZ, UA, UG, UZ , VC, VN, YU, ZA, ZM, ZW 
BW, GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, 
TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, 
AA 20040624 CA 2003-2511763 
Al 20040630 . AU 2003-299652 

Al 20040902 US 2003-728665 
A2 20051012 EP 2003-799936 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 
T2 20060330 JP 2004-558236 

US 2002-431241P P 
WO 2003-US40140 W 
The invention discloses methods for treating diabetes by 
administering p38 mitogen-activated protein kinase inhibitors. The 
invention also discloses methods of decreasing blood glucose level in 
diabetes patients by administering p38 mitogen-activated protein 
kinase inhibitors . 

50-99-7 , D -Glucose, biological studies 9004-10-8 , 
Insulin, biological studies 165245-96-5, p38 MAP kinase 
176023-64-6, p38y MAP kinase 179800-23-8, 
p38(3 Mitogen-activated protein kinase 192333-55-4, 
p385 MAP kinase 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(p38 MAP kinase inhibitors for treatment of diabetes) 
50-99-7 HCAPLUS 

D-Glucose (8CI, 9CI) (CA INDEX NAME) 



RW: 



CA 2511763 
AU 2003299652 
US 2004171659 
EP 1583535 



JP 2006510654 
PRIORITY APPLN. INFO.: 



AB 



IT 



TG 



20031205 
20031205 
20031205 
20031205 



20031205 
20021206 
20031205 



Absolute stereochemistry . 
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RN 9004-10-8 HCAPLUS 

CN Insulin (9CI) . (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 165245-96-5 HCAPLUS 

CN Kinase (phosphorylating) , protein, RK (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 176023-64-6 HCAPLUS 

CN Kinase (phosphorylating) , stress-activated protein, 3 (9CI) (CA INDEX 
NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 179800-23-8 HCAPLUS 

CN Kinase (phosphorylating), protein p38P (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 192333-55-4 HCAPLUS 

CN Kinase (phosphorylating) , protein, SAPK4 (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 309913-28-8 309913-29-9 309913-41-5 

309913- 51-7 309913-59-5 309913-92-6 

309914- 09-8 309914-17-8 309914-25-8 
309914-66-7 309914-79-2 309914-94-1 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(p38 MAP kinase inhibitors for treatment of diabetes) 
RN 309913-28-8 HCAPLUS 

CN lH-Indole-3-acetic acid, 5- [ [4 - [ (4 -f luorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6 -methoxy-1 -methyl -a-oxo- (9CI) (CA INDEX 
NAME) 



0 
II 




Me 



RN 309913-29-9 HCAPLUS 

CN Piperazine, 1- [ [5- [ [4 - [ (4 -f luorophenyl) methyl] -1-piperidinyl] carbonyl] -6- 
methoxy-l-methyl-lH-indol-3-yl] oxoacetyl] -4-methyl- (9CI) (CA INDEX NAME) 




Me 
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RN 309913-41-5 HCAPLUS 

CN lH-Indole-3-acetamide, 5- [ [4- [ (4 -fluorophenyl) methyl] -2, 5-dimethyl -1- 
piperazinyl] carbonyl] -6-methoxy-N, N, 1-trimethyl-a-oxo- (9CI) (CA 
INDEX NAME) 




Me 



RN 309913-51-7 HCAPLUS 

CN 1H- Indole- 3 -acetamide, 5- [ [4- [ (4 -fluorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6 -methoxy-N, N, 1-trimethyl-a-oxo- (9CI) (CA 
INDEX NAME) 




Me 



RN 309913-59-5 HCAPLUS 

CN lH-Indole-3 -acetamide, 6-chloro-5- [ [4- [ (4 -fluorophenyl) methyl] -2, 5- 
dimethyl-l-piperazinyl] carbonyl] -N, N, 1-trimethyl-a-oxo- (9CI) (CA 
INDEX NAME) 




Me 

RN 309913-92-6 HCAPLUS 

CN lH-Indole-3-acetamide, 5- [ [4- [ (4 -fluorophenyl) methylene] - 1- 

piperidinyl] carbonyl] -6 -methoxy-N, N, 1-trimethyl-a-oxo- (9CI) (CA 
INDEX NAME) 
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Me 



RN 309914-09-8 HCAPLUS 

CN Piperidine, 1- [ [6 -chloro-l-methyl -3 - (oxo-l-pyrrolidinylacetyl) -lH-indol-5- 
yllcarbonyl] -4- [ (4-f luorophenyl) methyl] - (9CI) (CA INDEX NAME) 

O 

N 



C=0 




Me 



RN 309914-17-8 HCAPLUS 

CN lH-Indole-3-acetamide, 5- [ [ (2R, 5S) -4- [ (4 -f luorophenyl) methyl] -2 , 5-dimethyl- 
1-piperazinyl] carbonyl] -6-methoxy-l- (methoxymethyl) -N, N- dimethyl -cc- 
oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OMe 



RN 309914-25-8 HCAPLUS 

CN Morpholine, 4 - [ [5 - [ [ (2R, 5S) -4 - [ (4 -f luorophenyl) methyl] -2 , 5 -dimethyl -1- 

piperazinyl] carbonyl] -6-methoxy-l -methyl -IH-indol -3 -yl] oxoacetyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 309914-66-7 HCAPLUS 

CN Morpholine, 4- [ [5- [ [4- [ (4 -f luorophenyl) methyl] -1-piperidinyl] carbonyl] -6- 
methoxy-lH-indol-3-yl]oxoacetyl] - (9CI) (CA INDEX NAME) 




RN 309914-79-2 HCAPLUS 

CN 1H- Indole- 3 -acetamide, 5- [ [4- [ (4 -f luorophenyl) methyl] -2, 5 -dimethyl -1- 
piperazinyl] carbonyl] -6-methoxy-N, N-dimethyl-ct-oxo- (9CI) (CA INDEX 
NAME) 




RN 309914-94-1 HCAPLUS 

CN Piperazine, 1- [ [6-chloro-5- [ [4- [ (4 -f luorophenyl ) methyl] -1- 

piperidinyl] carbonyl] -2-methyl-lH-indol-3-yl] oxoacetyl] -4-methyl- (9CI) 
(CA INDEX NAME) 
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DISPLAY OF ELECTED SPECIE 
= > d 

L8 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 309913-51-7 REGISTRY 

ED Entered STN: 2 0 Dec 2 000 

CN lH-Indole-3-acetamide, 5- [ [4- [ (4 -fluorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6-methoxy-N, N, 1- trimethyl-a-oxo- (9CI) (CA 
INDEX NAME) 

MF C27 H30 F N3 04 

SR CA 

LC STN Files: CA, CAPLUS, PROUSDDR, SYNTHLINE, TOXCENTER, US PAT FULL 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

8 REFERENCES IN FILE CA (1907 TO DATE) 
8 REFERENCES IN FILE CAPLUS (1907 TO DATE) 
ED Entered STN: 20 Dec 2000 
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COMPOUND SEARCH - CAPLUS & USPATFULL SEARCH 



=> d que stat 

L9 

L10 

Lll 

L12 

L13 

L15 

L16 



116 

1 SEA FILE=REGISTRY ABB = ON 
8 SEA FILE=HCAPLUS ABB = ON 
1 SEA FILE=HCAPLUS ABB = ON 

8 SEA FILE=HCAPLUS ABB = ON 
6 SEA FILE=HCAPLUS ABB = ON 
5 SEA FILE=USPATFULL ABB=ON 

) 

9 DUP REMOV LI 3 LI 5 (2 DUPLICATES REMOVED) 



309913-51-7/RN 
L9 

L10 AND ?DIABETES? 
L10 OR Lll 

L12 AND (PRD<20031206 OR PD<20031206) 
L12 AND (PRD<20031206 OR PD<20031206 



=> d ibib abs hitstr 116 1-9 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005 : 162022 HCAPLUS 
142 :254591 

Methods of screening for compounds that selectively 
inhibit p38 MAP kinase a isoenzymes for use as 
immunomodulators 

Kirschenbaum, Ford; Higgins, Linda S.; Schreiner, 

George F. 

USA 

U.S. Pat. Appl. Publ., 41 pp., Cont . -in-part of U.S. 

Ser. No. 683,656. 

CODEN: USXXCO 

Patent 

English 

3 



PATENT NO. 



KIND DATE 



US 2005043212 
US 2004176598 
PRIORITY APPLN. INFO. 



Al 
Al 



20050224 
20040909 



AB 



IT 



RN 
CN 



APPLICATION NO. 

US 2004-830834 
US 2003-683656 
US 2002-417599P 
US 2003-683656 



DATE 



P 

A2 



20040422 <-- 
20031009 
20021009 
20031009 <-- 



screening for compds . that selectively 
for use as immunomodulators . 



The invention relates to methods of 
inhibit p38 MAP kinase a isoenzymes 
Inhibitors of p38 MAP kinase a isoenzyme include siRNA and SB203580. 
309913-51-7 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(methods of screening for compds. that selectively inhibit p38 MAP 
kinase a isoenzymes for use as immunomodulators) 

3 09913-51-7 HCAPLUS 

1H- Indole -3 -ace tamide, 5- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] carbonyl] -6-methoxy-N,N, 1-trimethyl-ct-oxo- (9CI) (CA 
INDEX NAME) 



O O 
II II 

C-C-NMe 2 
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L16 ANSWER 2 OF 9 HCAPLUS COPYRIGHT 2006 ACS on STN DUPLICATE 2 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005 : 232421 HCAPLUS 
142:316692 

Preparation of indolylcarboxamide derivatives as 
inhibitors of p38 kinase 

Mavunkel, Babu J.; Chakravarty, Sarvajit; Perumattam, 
John J. ; Dugar, Sundeep; Lu, Qing; Liang, Xi 
Scios, Inc. , USA 

U.S., 65 pp., Cont . -in-part of U.S. 6,589,954. 

CODEN: USXXAM 

Patent 

English 

7 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



OTHER SOURCE (S) 
GI 



MARPAT 142:316692 



US 


6867209 


Bl 


20050315 


US 


2000 


-575060 




20000519 


< - 


us 


6130235 


A 


20001010 


US 


1998 


-128137 




19980803 


< - 


us 


6340685 


Bl 


20020122 


US 


1999 


-275176 




19990324 


< - 


us 


6589954 


Bl 


20030708 


US 


1999 


-316761 




19990521 


< - 


us 


2003158417 


Al 


20030821 


US 


2002 


-146703 




20020514 


< - 


us 


2003144520 


Al 


20030731 


US 


2002 


-157048 




20020528 


<- 


us 


6864260 


B2 


20050308 














us 


2003162970 


Al 


20030828 


US 


2002 


-156996 




20020528 


< - 


us 


2003195355 


Al 


20031016 


US 


2002 


-156997 




20020528 


< - 


PRIORITY APPLN. INFO.: 






US 


1998 


-86531P 


P 


19980522 


<- 










us 


1998 


-128137 


A2 


19980803 


< - 










us 


1999 


-275176 


A2 


19990324 


< - 










us 


1999 


-316761 


A2 


19990521 


< - 










us 


1999 


-154594P 


P 


19990917 


< - 










us 


2000 


-202608P 


P 


20000509 


< - 










us 


2000 


-575060 


Al 


20000519 


< - 
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(R3) 



r 

Ar — L2— Z ' N— iA 

\ / 





AB Title compds. I [X independently = CA, CR4A, CR5 , CR52, NR6, or N; LI = 
CO, S02, or alkylene; L2 = (un) substituted-alkylene or -alkenylene; Ar = 
(un) substituted aryl group with substituents consisting of alkyl, alkenyl, 
halo, CN, etc.; Z = N or CR7 wherein R7 = H or non- interfering 
substituent; Rl = H, alkyl, alkenyl, alkynyl, aryl, arylalkyl, etc.; R2 
independently = halo, alkyl, OH, alkoxy, etc.; R3 independently = CN, CF3, 
N02 , alkyl, aryl, acyl, etc.; R4 = H, halo, alkyl or alkenyl; R5 
independently = H, halo, alkyl, OH, etc.; R6 = H, alkyl, alkenyl, aryl, 
acyl, aroyl, etc.; A = -WiCOXjY wherein Y is C0R8 wherein R8 = H, 
(un) substituted-alkyl , -alkenyl, -alkynyl, etc.,; W and X = 
(un) substituted-alkylene, -alkenylene, -alkynylene; Y = tetrazole, 
1, 2 , 3-triazole, 1, 2 , 4-triazole, or imidazole and each of i and j 
independently = 0 or 1; m = 0-4; n = 0-3], and their pharmaceutical^ 
acceptable salts are prepared and disclosed as useful for treatment of 
rheumatoid arthritis. Thus, e.g., II, was prepared by carbonylation of 
6-methoxy- (4 -benzylpiperidinyl) -indole -5 -carboxamide with oxalyl chloride 
and subsequent amination using 4 -methylpiperazine . ELISA assays for 
evaluation of inhibition of p38 kinase by I revealed that all compds. of 
the invention possessed IC50 values in the range of 0.1-1.5 uM. I as 
inhibitors of p3 8 kinase should prove useful in the treatment of 
rheumatoid arthritis. 

IT 309913-51-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of indolylcarboxamide derivs . as p38 kinase inhibitors) 
RN 309913-51-7 HCAPLUS 

CN * lH-Indole-3-acetamide, 5- [ [4- [ (4 -fluorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6 -methoxy-N, N, 1- trimethyl -a-oxo- (9CI) (CA 
INDEX NAME) 
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REFERENCE COUNT: 



54 THERE ARE 54 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:515679 HCAPLUS 
141:47344 

Methods using p38 mitogen -activated protein kinase 
inhibitors for treating diabetes 
Jledi.chQria , Satyanarayana ; Protter, Andrew A.; 
Schreiner, George F. 
Scios Inc . , USA 
PCT Int. Appl., 104 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




WO 


2004053107 




A2 




20040624 




WO 2003-US40140 




20031205 <-- 


WO 


2004053107 




A3 




20041007 




















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EC, EE, 


EG, 


ES, 


FI, 


GB, 


GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, MN, 


MW, 


MX, 


MZ, 


NI, 


NO, 






NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 






TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


vc, 


VN, YU, 


ZA, 


ZM, 


ZW 








RW 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 






BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, CH, 


CY, 


cz, 


DE, 


DK, 


EE, 






ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, NL, 


PT, 


RO, 


SE, 


SI, 


SK, 






TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, GW, 


ML, 


MR, 


NE, 


SN, 


TD, TG 


CA 


2511763 






AA 




2004 


0624 




CA 2003-2511763 




20031205 <-- 


AU 


2003299652 




Al 




20040630 




AU 2003-299652 




20031205 <-- 


US 


2004171659 




Al 




20040902 




US 2003-728665 




20031205 <-- 


EP 


1583535 






A2 




20051012 




EP 2003-799936 




20031205 <-- 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, LI, 


LU, 


NL, 


SE, 


MC, 


PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, BG, 


cz, 


EE, 


HU, 


SK 




JP 


2006510654 




T2 




20060330 




JP 2004-558236 




20031205 <-- 



PRIORITY APPLN. INFO. 



P 
W 



20021206 <-- 
20031205 <-- 



AB 



IT 



US 2002-431241P 
WO 2003-US40140 
The invention discloses methods for treating diabetes by 
administering p38 mitogen-activated protein kinase inhibitors. The 
invention also discloses methods of decreasing blood glucose level in 
diabetes patients by administering p38 mitogen-activated protein 
kinase inhibitors . 
309913-51-7 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 
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(p38 MAP kinase inhibitors for treatment of diabetes) 
RN 309913-51-7 HCAPLUS 

CN 1H- Indole- 3 -acetamide, 5 - [ [4- [ (4-f luorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6-methoxy-N, N, 1-trimethyl-ct-oxo- (9CI) 
INDEX NAME) 



(CA 




CH 2 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 203623 HCAPLUS 
140:247108 

Bone healing and promoting osteogenesis by 

administration of a p3 8 MAP kinase inhibitor 

Protter, Andrew Asher; Liu, David Y. 

Scios Inc . , USA 

PCT Int. Appl., 127 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2004019873 

WO 2004019873 

WO 2004019873 

W: AE , AG, AL, 
CO, CR, CU, 
GM, HR, HU, 
LS, LT, LU, 
PG, PH, PL, 
TR, TT, TZ, 
RW: GH, GM, KE, 
KG, KZ, MD, 
FI, FR, GB, 
BF, BJ, CF, 

CA 2497240 

AU 2003262911 

US 2004162289 

EP 1539121 

R: AT, BE, CH, 
IE, SI, LT, 

JP 2006508051 
PRIORITY APPLN. INFO. : 

OTHER SOURCE (S) : 
AB The invention disci 
kinase inhibitor 



APPLICATION NO. 



WO 2003-US26839 



DATE 



20030829 <-- 



A2 20040311 

C2 20040624 

A3 20041007 
AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CZ, DE, DK, DM, DZ , EC, EE, ES , FI , GB, GD, GE, GH, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
LV, MA, MD, MG, MK, MN, MW, MX, MZ , NI , NO, NZ , OM, 
PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, TN, 
UA, UG, UZ, VC, VN, YU, ZA, ZM, ZW 

LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
RU, TJ, TM, AT, BE, BG, CH, CY, CZ , DE, DK, EE, ES, 
GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR, 
CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
AA 20040311 CA 2003-2497240 
Al 20040319 AU 2003-262911 
Al 20040819 US 2003-651934 
A2 20050615 EP 2003-791848 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
LV, FI, RO, MK, CY, AL, TR, BG, CZ , EE, HU, SK 
T2 20060309 JP 2004-531559 

US 2002-406664P 
WO 2003-US26839 
MARPAT 140:247108 
oses methods of bone healing by administering a p38 MAP 
Specifically, the invention provides methods of 



P 
W 



20030829 <-- 

20030829 <-- 

20030829 <-- 

20030829 <-- 



20030829 <-- 
20020829 <-- 
20030829 <-- 
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treating bone fractures, bone diseases, bone grafting, especially enhancing 

bone 

healing following facial reconstruction, maxillary reconstruction, 
mandibular reconstruction or tooth extraction, enhancing long bone extension, 
enhancing prosthetic ingrowth, and increasing bone synostosis by 
administering a p38 MAP kinase inhibitor. 
IT 309913-51-7 

RL: ADV (Adverse effect, including toxicity) ; PAC (Pharmacological 
activity) / THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(bone healing and promoting osteogenesis by administration of a p38 MAP 
kinase inhibitor) 
RN 309913-51-7 HCAPLUS 

CN 1H- Indole -3 -ace tamide, 5- [ [4- [ (4 -f luorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6 -methoxy-N, N, 1-trimethyl -ct-oxo- (9CI) (CA 
INDEX. NAME) 




CH 2 




L16 ANSWER 5 OF 
ACCESSION NUMBER : 
TITLE: 

INVENTOR (S) : 



9 US PAT FULL on STN 

2004 : 221887 US PAT FULL 
Methods for treating diabetes 

Medicherla, Satyanarayana , Cupertino, CA, UNITED STATES 
Protter, Andrew A., Palo Alto, CA, UNITED STATES 
Schreiner, George F., Los Altos, CA, UNITED STATES 



NUMBER KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO . : 



US 2004171659 Al 20040902 

US 2003-728665 Al 20031205 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



20021206 (60) 



US 2002-431241P 
Utility 
APPLICATION 

MORRISON & FOERSTER LLP, 3 811 VALLEY CENTRE DRIVE, 
SUITE 500, SAN DIEGO, CA, 92130-2332 
11 
1 

10 Drawing Page (s) 
3428 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention is directed to methods of treating diabetes by 

administering p38 mitogen activated protein kinase inhibitors. The 
invention is also directed to methods of decreasing blood glucose level 
in diabetes patients by administering p38 mitogen activated 
protein kinase inhibitors. 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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IT 309913-51-7 

(p38 MAP kinase inhibitors for treatment of diabetes) 
RN 309913-51-7 USPATFULL 

CN lH-Indole-3-acetamide, 5- [ [4- [ (4 -f luorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6-methoxy-N, N, 1-trimethyl-cc-oxo- (9CI) (CA 
INDEX NAME) 




Me 
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INVENTOR (S) : 



2004 : 209855 USPATFULL 

Methods of promoting osteogenesis 

Protter, Andrew A., Palo Alto, CA, UNITED STATES 

Liu, David Y. , Palo Alto, CA, UNITED STATES 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2004162289 Al 20040819 

US 2003-651934 Al 20030829 (10) 



NUMBER 
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PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
foUMBER OF DRAWINGS: 
LINE COUNT: 



US 2002-406664P 20020829 (60) <-- 

Utility 

APPLICATION 

MORRISON Sc FOERSTER LLP, 3 811 VALLEY CENTRE DRIVE, 

SUITE 500, SAN DIEGO, CA, 92130-2332 

18 

1 

13 Drawing Page(s) 
3708 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention is directed to methods of bone healing by administering a 

p38 MAP kinase inhibitor. The invention is directed to methods of 
treating bone fractures, bone diseases, bone grafting, especially 
enhancing bone healing following facial reconstruction, maxillary 
reconstruction, mandibular reconstruction or tooth extraction, enhancing 
long bone extension, enhancing prosthetic ingrowth, and increasing bone 
synostosis by administering a p38 MAP kinase inhibitor. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 309913-51-7 

(bone healing and promoting osteogenesis by administration of a p38 MAP 
kinase inhibitor) 
RN 309913-51-7 USPATFULL 

CN lH-Indole-3-acetamide, 5- [ [4- [ (4 -f luorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6-methoxy-N, N, 1-trimethyl-a-oxo- (9CI) (CA 
INDEX NAME) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention is directed to methods to treat cystic fibrosis by 

administering certain imidazole derivatives. 
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AB The title compds . [I; one Z2 = CA, CR8A and the other = CR1, CR12, NR6, N 
(wherein Rl, R6, R8 = H, noninterf ering substituent; A = WiCOXjY; Y = 
COR2, an isostere; R2 = H, noninterf ering substituent; W, X = spacer of 
2-6A; i, j = 0-1); Z3 = NR7 , 0; R3 = noninterf ering substituent; n = 
0-3; LI, L2 = linker; R4 = noninterf ering substituent; m = 0-4; Zl = CR5, 
N (R5 = H, noninterf ering substituent); 1, k = 0-2, wherein the sum of 1 
and k = 0-3; Ar = aryl substituted with 0-5 noninterf ering substituents , 
wherein two noninterf ering substituents can form a fused ring; the 
distance between the atom of Ar linked to L2 and the center of the a 
ring is 4.5-24A] which inhibit p38-a kinase (biol . data given), 
were prepared Thus, treating 6-methoxy- (4 -benzylpiperidinyl) -indole-5- 
carboxamide with oxalyl chloride in CH2C12 afforded the 
indole - 5 - carboxamide I I . 

IT 309913-51-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of 5- [4 -benzylpiperidinyl (piperazinyl) ] -indolecarboxamides as 
inhibitors of p38 kinase) 
RN 3 09913-51-7 HCAPLUS 

CN 1H- Indole -3 -acetamide, 5 - [ [4- [ (4 -fluorophenyl) methyl] -1- 

piperidinyl] carbonyl] -6 -methoxy-N, N, 1-trimethyl-ct-oxo- (9CI) (CA 
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SUITE 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A compound of the general formula: ##STR1## or pharmaceutical^ 

acceptable salts, hydrates, solvates, crystal forms of diastereomers 
thereof is described. Method of inhibiting a protein kinase using 
compounds of Formula I are also described. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods, therapeutics and kits for treating and 

preventing diseases or conditions associated with excessive lipolysis, 
in particular TNF-a induced lipolysis, and/or excessive free fatty 
acid levels. Exemplary conditions include insulin-resistance, 
diabetes, in particular NIDDM, obesity, glucose intolerance, 
hyperinsulinemia, polycystic ovary syndrome, and coronary artery 
disease. In a preferred embodiment, the method includes administering to 
a subject in need a pharmaceutically effective amount of an inhibitor of 
the JNK signal transduction pathway and/or an inhibitor of the MAPK/ERK 
signal transduction pathway. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A class of pyrazole derivatives is described for use in treating p38 

kinase mediated disorders. Compounds of particular interest are defined 
by Formula IA ##STR1## wherein R.sup.l, R.sup.2, R.sup.3 and R.sup.4 
are as described in the specification. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods and reagents for modulating mitogen 

activated protein kinase pathways using mammalian tribbles homologs 
(htrb) . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A JNK inhibitor containing a compound having an isoquinolinone skeleton 

or a salt thereof, such as a compound represented by the formula 
##STR1## wherein ring A and ring B are each an optionally substituted 
benzene ring, X is - -O- - , --N.dbd. , --NR. sup. 3-- or - -CHR . sup . 3- - , 
R.sup.2 is an acyl group, an optionally esterified or thioesterif ied 
carboxyl group, an optionally substituted carbamoyl group or an 
optionally substituted amino group and the like, a broken line shows a 
single bond or a double bond, and R.sup.l is a hydrogen atom, an 
optionally substituted hydrocarbon group, an optionally substituted 
heterocyclic group and the like, and the like. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods, therapeutics and kits for treating and 

preventing diseases or conditions associated with excessive lipolysis, 
in particular TNF-ot induced lipolysis, and/or excessive free fatty 
acid levels. Exemplary conditions include insulin-resistance, 
diabetes, in particular NIDDM, obesity, glucose intolerance, 
hyperinsulinemia, -polycystic ovary syndrome, and coronary artery 
disease. In a preferred embodiment, the method includes administering to 
a subject in need a pharmaceutically effective amount of an inhibitor of 
the JNK signal transduction pathway and/or an inhibitor of the MAPK/ERK 
signal transduction pathway. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB It is proposed to use selectioned monocyte macrophage genes to provide 

tools for diagnostic, prognostic and therapy-monitoring analysis and for 
performing screenings for pharmacologically active substances and 
substance classes of chronic inflammatory diseases, chronic inflammatory 
diseases induced by bacteria, arteriosclerosis, tumors, organ and tissue 
transplantations, and sepsis when examining blood, tissue, purified or 
cultivated cells. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to detection and measurement of gene 

transcripts and their equivalent nucleic acid products in blood. 
Specifically provided is analysis performed on a drop of blood for 
detecting, diagnosing and monitoring diseases using gene-specific and/or 
tissue-specific primers. The present invention also describes methods by 
which delineation of the sequence and/or quantitation of the expression 
levels of disease-specific genes allows for an immediate and accurate 
diagnostic/prognostic test for disease or to assess the effect of a 
particular treatment regimen. 
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or pharmaceutically acceptable salts, hydrates, solvates, crystal forms 
of diastereomers thereof is described. A method of treating protein 
kinase-associated disease states using the compound of Formula I is also 
described. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A class of pyrazole derivatives is described for use in treating p38 

kinase mediated disorders. Compounds of particular interest are defined 
by Formula IA ##STR1## 

wherein R.sup.l, R.sup.2, R.sup.3 and R.sup.4 are as described in the 
specification. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L24 ANSWER 12 OF 34 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



US PAT FULL on STN 

2004 : 204017 USPATFULL 

4-Aryl substituted indolinones 

Cui, Jingrong, Foster City, CA, UNITED STATES 
Zhang, Ruofei, Foster City, CA, UNITED STATES 
Shen, Hong, San Francisco, CA, UNITED STATES 
Chu, Ji Yu, Fremont, CA, UNITED STATES 
Zhang, Fang-Jie, San Jose, CA, UNITED STATES 
Koenig, Marcel, Burlingame, CA, UNITED STATES 
Do, Steven Huy, San Jose, CA, UNITED STATES 
Li, Xiaoyuan, Los Altos, CA, UNITED STATES 
Wei, Chung Chen, Foster City, CA, UNITED STATES 
Tang, Peng Cho, Moraga, CA, UNITED STATES 
Sugen, Inc. (U.S. corporation) 



PATENT INFORMATION: 

APPLICATION INFO. : 
RELATED APPLN. INFO. 



NUMBER 



KIND 



DATE 



US 2004157909 Al 20040812 

US 6861418 B2 20050301 

US 2003-736243 Al 20031216 (10) 

Division of Ser. No. US 2001-23488, filed on 20 Dec 

2001, GRANTED, Pat. No. US 6677368 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



20001220 (60) 



3000 K STREET NW, 



US 2000-256479P 
Utility 
APPLICATION 

FOLEY AND LARDNER, SUITE 500, 
WASHINGTON, DC, 20007 
20 
1 

13339 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to 4 -arylindolinones , as well as 

pharmaceutical compositions thereof, capable of modulating protein 
kinase signal transduction in order to regulate, modulate and/or inhibit 
abnormal cell proliferation. The present invention also relates to 
methods for treating protein kinase related disorders. 
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and pharmaceutically acceptable salts thereof, wherein R.sub.l, R.sub.2, 
R.sub.3, R.sub.4, and R.sub.5 are defined herein. These compounds are 
useful for treating diseases and conditions caused or exacerbated by 
unregulated p38 MAP Kinase and/or TNF activity. Pharmaceutical 
compositions containing the compounds, methods of preparing the 
compounds and methods of treatment using the compounds are also 
disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for the treatment, prevention, or inhibition of pain, 

inflammation, or inflammation-related disorder, and for the treatment or 
inhibition of cardiovascular disease or disorder, and for the treatment 
or inhibition of cancer, and for the treatment of Alzheimer's disease in 
a subject in need of such treatment, prevention, or inhibition, include 
treating the subject with a peroxisome proliferator activated 
receptor-a agonist and a cyclooxygenase-2 selective inhibitor or 
prodrug thereof. Compositions, pharmaceutical compositions and kits for 
effecting the particular methods are also described. 
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inflammation, or inflammation-related disorder and for the prevention, 
treatment, or inhibition of a cardiovascular disease or disorder in a 
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involves the administration to the subject of a cyclooxygenase-2 
selective inhibitor or prodrug thereof and a TNFa antagonist. A 
method can also involve the treatment, prevention, or inhibition of 
cancer in a subject in need of such treatment, prevention, or 
inhibition, by administering to the subject a cyclooxygenase-2 selective 
inhibitor or prodrug thereof and a TNFa antagonist which is 
selected from the group consisting of a compound that affects the 
synthesis of TNFa, a compound that inhibits the binding of 
TNFa with a receptor specific for TNFa, and a compound that 
interferes with intracellular signaling triggered by TNFa binding 
with a receptor. Compositions, pharmaceutical compositions and kits that 
can be used with the methods are also described. 
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polypeptides by recombinant techniques are disclosed. Also disclosed are 
methods for utilizing such polypeptides to inhibit cellular growth, for 
example in a tumor or cancer, for facilitating wound-healing, to provide 
resistance against infection, induce inflammatory activities, and 
stimulating the growth of certain cell types to treat diseases, for 
example restenosis. Also disclosed are diagnostic methods for detecting 
a mutation in the TNF -gamma -alpha and TNF- gamma -beta nucleic acid 
sequences or overexpression of the TNF -gamma -alpha and/or TNF -gamma -beta 
polypeptides. Antagonists against such polypeptides and their use as a 
therapeutic to treat cachexia, septic shock, cerebral malaria, 
inflammation, arthritis and graft-rejection are also disclosed. 
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methods for treating protein kinase related disorders. 
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The present invention relates to the use of specific carboxy compounds, 
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more specifically to the use of 2 (4 -acetoxyphenyl) -2 -chloro-N-methyl- 
ethylammonium chloride, in the treatment of inflammatory diseases. Part 
of the invention is also a composition, preferably a pharmaceutical 
composition, comprising as active ingredient at least 2 

(4 -acetoxyphenyl) -2 -chloro-N-methyl -ethylammonium chloride together with 
(pharmaceutically) acceptable excipients. 
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AB The present invention features methods for transplanting organs, tissues 

and individual cells. Also featured are methods for maintaining cells in 
vitro and for enhancing survival and/or function of cells following 
transplantation. The methods include the administration of carbon 
monoxide in an amount sufficient to enhance cell survival and/or 
function. 
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The present invention is directed to methods and compositions for the 
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diagnosis and treatment of vascular conditions, particularly 
diabetes and atherosclerosis. The present invention comprises 
methods and compositions for determining the expression or activity of 
enzymes effecting HSPG, preferably, heparanase . The invention also 
comprises methods and compositions for treatment of vasculophathic 
diseases comprising administration of therapeutic compounds that are 
effective in inhibiting the expression or activity of heparanase. 
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AB Human TNF -gamma -alpha and TNF -gamma -beta polypeptides and DNA (RNA) 

encoding such polypeptides and a procedure for producing such 
polypeptides by recombinant techniques is disclosed. Also disclosed are 
methods for utilizing such polypeptides to inhibit cellular growth, for 
example in a tumor or cancer, for facilitating wound-healing, to provide 
resistance against infection, induce inflammatory acitvities, and 
stimulating the growth of certain cell types to treat diseases, for 
example restenosis. Also disclosed are diagnostic methods for detecting 
a mutation in the TNF -gamma -alpha and TNF -gamma -beta nucleic acid 
sequences or overexperession of the TNF-gamma-alpha and TNF -gamma -beta 
polypeptides. Antagonists against such polypeptides and their use as a 
therapeutic to treat cachexia, septic shock, cerebral malaria, 
inflammation, arthritis and graft-rejection are also disclosed. 
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A class of pyrazole derivatives described for use in treating p38 kinase 



mediated disorders. Compounds of particular interest are defined by 
Formula IA ##STR1## 



wherein R.sup.l, R.sup.2, R.sup.3 and R.sup.4 are as described in the 
specification. 
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A class of pyrazole derivatives is described for use in treating p38 



kinase mediated disorders, 
by Formula IA ##STR1## 



Compounds of particular interest are defined 



wherein R.sup.l, R.sup.2, R.sup.3 and R.sup.4 are as described in the 
specification . 
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Human TNF -gamma -alpha and TNF -gamma -beta polypeptides and DNA (RNA) 
encoding such polypeptides and a procedure for producing such 
polypeptides by recombinant techniques are disclosed. Also disclosed are 
methods for utilizing such polypeptides to inhibit cellular growth, for 
example in a tumor or cancer, for facilitating wound-healing, to provide 
resistance against infection, induce inflammatory activities, and 
stimulating the growth of certain cell types to treat diseases, for 
example restenosis. Also disclosed are diagnostic methods for detecting 
a mutation in the TNF -gamma -alpha and TNF -gamma -beta nucleic acid 
sequences or overexpression of the TNF -gamma -alpha and/or TNF -gamma -beta 
polypeptides. Antagonists against such polypeptides and their use as a 
therapeutic to treat cachexia, septic shock, cerebral malaria, 
inflammation, arthritis and graft-rejection are also disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Human TNF- gamma -alpha and TNF -gamma -beta polypeptides and DNA (RNA) 

encoding such polypeptides and a procedure for producing such 
polypeptides by recombinant techniques is disclosed. Also disclosed are 
methods for utilizing such polypeptides to inhibit cellular growth, for 
example in a tumor or cancer, for facilitating wound-healing, to provide 
resistance against infection, induce inflammatory acitvities, and 
stimulating the growth of certain cell types to treat diseases, for 
example restenosis. Also disclosed are diagnostic methods for detecting 
a mutation in the TNF -gamma -alpha and TNF -gamma -beta nucleic acid 
sequences or overexperession of the TNF -gamma -alpha and TNF -gamma -beta 
polypeptides. Antagonists against such polypeptides and their use as a 
therapeutic to treat cachexia, septic shock, cerebral malaria, 
inflammation, arthritis and graft-rejection are also disclosed. 
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AB Novel gene, rin2, and encoded protein are disclosed which can inhibit 

the functional response induced by Ras -dependent signaling pathways are 
disclosed. Methods of inhibiting or enhancing Ras -dependent signaling 
and methods of treatment utilizing Rin2 are also disclosed. 
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AB A class of pyrazole derivatives is described for use in treating p38 

kinase mediated disorders. Compounds of particular interest are defined 
by Formula IA ##STR1## 

wherein R.sup.l, R.sup.2, R.sup.3 and R.sup.4 are as described in the 
specification . 
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AB Poorly controlled or untreated type I diabetes 

mellitus is characterized by hyperglycemia and is associated with decreased 
bone mass and osteoporosis. We have demonstrated that osteoblasts are 
sensitive to hyperglycemia-associated osmotic stress and respond to elevated 
extracellular glucose or mannitol by increasing c-jun and collagen I 
expression. To determine whether MAPKs are involved in this response, MC3T3-E1 
osteoblasts were treated with 16.5 mm glucose, mannitol, or contrast dye 
for 1 h. Immunoblotting of phosphorylated p38 demonstrated activation of 
p38 MAPK by hyperosmotic stress in vitro and in vivo. Activation peaked 
at 20 min, remained detectable after 24 h, and was protein kinase 
C- independent . Activating transcription factor-2 (ATF-2) activation 
followed the same pattern as phospho-p38. Transactivation of cAMP 
response element (CRE) - and c-jun promoter (containing a CRE-like 
element) -reporter constructs increased following hyperosmotic treatment. 
SB 203580 (a p38 MAPK inhibitor) blocked 

ATF-2 phosphorylation, CRE transactivation, and c-jun promoter activation. 
Hyperosmotic activation of collagen I promoter activity was also inhibited 
by SB 203580, consistent with the involvement of c-jun in collagen I 
up -regulation. Therefore, we propose that hyperglycemia- induced increases 
in p38 MAPK activity and ATF-2 phosphorylation contribute to CRE 
activation and modulation of c-jun and collagen I expression in 
osteoblasts . 
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SOURCE: Diabetes (2002), 51(7), 2287-2293 

CODEN: DIAEAZ; ISSN: 0012-1797 

PUBLISHER: American Diabetes Association 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB An elevated blood level of tumor necrosis factor (TNF) -a is a 

validated marker of vascular inflammation, which can result in the 
development of vascular disease and atherosclerosis. This study examined 
the hypothesis that ketosis increases the TNF -a secretion, both in a 
cell culture model using U937 monocytes and in type 1 diabetic patients in 
vivo. U937 cells were cultured with ketone bodies (acetoacetate [AA] and 
p-hydroxybutyrate [BHB] ) in the presence or absence of high levels of 
glucose in medium at 37° for 24 h. This study demonstrates the 
following points. First, hyperketonemic diabetic patients have 
significantly higher levels of TNF-a than normoketonemic diabetic 
patients (P < 0.01) and normal control subjects (P < 0.01). There was a 
significant correlation (r = 0.36, P < 0.05; n = 34) between ketosis and 
oxidative stress as well as between oxidative stress and TNF-a 
levels (r = 0.47, P < 0.02; n = 34) in the blood of diabetic patients. 
Second, ketone body AA treatment increases TNF-a secretion, 

increases oxygen radicals production, and lowers cAMP levels in U937 cells. 
However, BHB did not have any effect on TNF-a secretion or oxygen 
radicals production in U937 cells. Third, exogenous addition of dibutyryl 

cAMP, 

endogenous stimulation of cAMP production by forskolin, and antioxidant 

N-acetylcysteine (NAC) prevented stimulation of TNF-a secretion 

caused by AA alone or with high glucose. Similarly, NAC prevented the 

elevation of TNF-a secretion and lowering of cAMP levels in 

H202-treated U937 cells. Fourth, the effect of AA on TNF-a 

secretion was inhibited by specific inhibitors of protein kinase A (H89) , 

p3 8-mitogen-activated protein kinase (SB203580) , and nuclear transcription 

factor (NFkB) (NFkB-SN50) . This study demonstrates that 

hyperketonemia increases TNF-a secretion in cultured U937 monocytic 

cells and TNF-a levels in the blood of type 1 diabetic patients and 

is apparently mediated by AA-induced cellular oxidative stress and cAMP 

deficiency. 
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SOURCE: FASEB Journal (2001), 15(13), 2508-2514 

CODEN: FAJOEC; ISSN: 0892-663 8 
PUBLISHER: Federation of American Societies for Experimental 
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DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i S h 

AB The onset of diabetic neuropathy, a complication of diabetes 

mellitus, has been linked to poor glycemic control. We tested the 
hypothesis that the mitogen-activated protein kinases (MAPK) form 
transducers for the damaging effects of high glucose. In cultures of 
adult rat sensory neurons, high glucose activated JNK and p3 8 MAPK but did 
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not result in cell damage. However, oxidative stress activated ERK and 
p38 MAPKs and resulted in cellular damage. In the dorsal root ganglia of 
streptozotocin- induced diabetic rats (a model of type I 
diabetes) , ERK and p38 were activated at 8 wk duration, followed 
by activation of JNK at 12 wk duration. We report activation of JNK and 
increases in total levels of p3 8 and JNK in sural nerve of type I and II 
diabetic patients. These data implicate MAPKs in the etiol. of diabetic 
neuropathy both via direct effects of glucose and via glucose-induced 
oxidative stress. 
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AB Monocyte chemoattractant protein-1 (MCP-1) attracts monocytes and T 

lymphocytes, and could thus contribute to mononuclear cell infiltration in 

type I (insulin-dependent) diabetes mellitus. Cytokines induce 

MCP-1 mRNA expression in pancreatic rat p cells. To investigate this 

issue, the authors analyzed the signal transduction for IL-lp-induced 

MCP-1 expression in rat p cells and in vitro MCP-1 mRNA expression 

and protein release by human islets as well as in vivo islet MCP-1 mRNA 

expression in prediabetic non-obese diabetic mice. Fluorescence-activated 

cell sorting-purified rat p cells were cultured for 6 h with 

IL-lp (30 U/mL) or MAPK inhibitors or both. Human islets were 

cultured for 6-72 h with the cytokines IL-ip, IFN-y, or the 

inducible nitric oxide synthase (iNOS) inhibitor NG-methyl-L-arginine or 

both. The authors measured MCP-1 mRNA by RT-PCR and protein by ELISA. 

The MCP-1 mRNA expression in islets from male and female non-obese 

diabetic mice (2-12 wk of age) was measured by real time reverse 

transcription-polymerase chain reaction (RT-PCR) . Interleukin-lp 

induced MCP-1 mRNA expression in rat p cells, with a maximum induction 

after 6 h. A combination of p38 and ERK1/2 inhibitors decreased MCP-1 

expression by 70%. IL-lp induced both MCP-1 mRNA expression and a 

3-fold increase in medium MCP-1 protein accumulation in human islet cells. 

This effect was not prevented by iNOS blockers. In vivo there was an 

age-related increase in MCP-1 mRNA expression in islets from male and 

female non-obese diabetic mice, reaching a peak at 8 wk. Thus, in rat and 

human islet cells MCP-1 mRNA is induced by IL-ip. Both ERKl/2 and 

p3 8 MAPK, but not nitric oxide, contribute to MCP-1 expression. In 

non-obese diabetic mice MCP-1 mRNA expression increases with age, peaking 

at the early phases of insulitis. The production of MCP-1 by pancreatic beta 

cells could contribute to the recruitment of mononuclear cells into 

pancreatic islets in early Type I diabetes, 
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136:83924 

Increased cytokine -induced cytotoxicity of pancreatic 
islet cells from transgenic mice expressing the 
Src-like tyrosine kinase GTK 
Anneren, Cecilia; Welsh, Michael 
Department of Medical Cell Biology, Uppsala 
University, Uppsala, Swed. 
Molecular Medicine (Baltimore, 
2001), 7(5), 301-310 
CODEN: M0MEF3; ISSN: 1076-1551 
Johns Hopkins University Press 
Journal 
English 

The loss of p cells in type 1 diabetes 
may involve protein kinases because they control cell growth, 
differentiation, and survival. Previous studies have revealed that GTK, a 
Src-like protein tyrosine kinase expressed in p cells (also named 
Bsk/Iyk) , regulates multiple responses including growth and survival of 
rat insulinoma cells (RINmSF) and differentiation of neuronal PC12 cells. 
In the present study, the authors have generated a transgenic mouse 
expressing a kinase active GTK mutant (GTK-Y504F) under the control of the 
rat insulin I promoter to establish a role of GTK in p cells. 
Control and GTK-transgenic CBA mice were used for determination of in vivo 
glucose 

tolerance and the relative insulin-pos. area. Isolated islets from both 
groups were cultured in the absence and presence of cytokines and insulin 
secretion, viability and protein expression were assessed. The 
p-cell mass of GTK-transgenic mice was increased as a consequence of 
a larger pancreas and an increased relative p-cell area. Islets 
isolated from the transgenic animals exhibited an enhanced glucose -induced 
insulin release and reduced viability in response to cytokines that could 
not be explained by higher levels of NO compared with control islets. 
Extra-cellular signal -regulated kinase (ERK) 1/2, p38 mitogen-activated 
protein kinase (MAPK) , c-Jun NH2-terminal kinase (JNK) , and Akt were all 
activated by cytokines, but GTK-transgenic islets contained higher basal 
levels of phosphorylated ERK1/2 and lower basal levels of phosphorylated 
p38 compared with the control islets. The total amount of activated MAPKs 
was, however, higher in the cytokine-stimulated transgenic islets compared 
with the control islets due to increased levels of phospho-ERKl/2 . 
Moreover, the proline-rich tyrosine kinase (PYK) 2 (also named RAFTK/CAK 
P/CADTK) levels were elevated in response to a 24 -h exposure to 
cytokines in control islets but not in the GTK-transgenic islets. These 
results suggest that although GTK increases the p-cell mass, it also 
enhances islet cell death in response to cytokines and may thus be 
involved in the p-cell damage in type 1 
diabetes . 
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267-274 
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PUBLISHER: John Libbey Eurotext 

DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i s h 

AB Cytokines may contribute to p-cell apoptosis in the early stages of 
type 1 diabetes mellitus. It has been 

reported recently that interleukin-ip (IL-ip) induces activation 
of the mitogen-activated protein kinases (MAPK) p3 8 and ERKl/2 in neonatal 
rat islets. Since these kinases may participate in cytokine -induced 
apoptosis, we evaluated whether cytokines induce activation of MAPKs in 
FACS-purif ied primary rat p-cells, and whether blockers of p38 and/or 
ERKl/2 prevent p-cell death. IL-ip, but not interferon-y 
(IFN-y) , caused phosphorylation of the substrates Elk-1, ATF-2 and 
hsp25, and the phosphorylation of both Elk-1 and hsp25 were decreased by 
the p38 blocker SB203580 (p38i) and the MAPK/ERK blocker PD 098059 (MEKi) . 
When added together, p38i and MEKi decreased IL-ip-induced nitrite 
production over 24 h by 60%, but did not affect IL-lp- induced manganese 
superoxide dismutase (MnSOD) mRNA expression. To test the effects of MAPK 
inhibitors on p-cell death by necrosis or apoptosis, these cells were 
exposed for 6 or 9 days to IL-ip + IFN-y. This treatment 
induced cell death, mostly by apoptosis. The MEKi, but not the p38i, 
significantly decreased cytokine -induced apoptosis, thus decreasing the 
total number of dead cells. This protection was only partial, suggesting 
that ERKl/2 activation is not the only mechanism by which cytokines induce 
p-cell apoptosis. We conclude that IL-ip induces activation of 
both p3 8 and ERKl/2, and that ERKl/2 contributes to the pro-apoptotic 
effects of the cytokine in primary p-cells. 
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AB Novel gene, rin2, and encoded protein are disclosed which can inhibit 
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the functional response induced by Ras -dependent signaling pathways are 
disclosed. Methods of inhibiting or enhancing Ras -dependent signaling 
and methods of treatment utilizing Rin2 are also disclosed. 
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CORPORATE SOURCE: Department of Physiology, Michigan State University, East 

Lansing, Michigan 48824, USA. 
SOURCE: The Journal of biological chemistry, (2002 Oct 4) Vol. 277, 

No.* 40, pp. 37212-8. Electronic Publication: 2002-07-30. 

Journal code: 2985121R. ISSN: 0021-9258. 
PUB. COUNTRY: United States 
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LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 
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ENTRY DATE: Entered STN: 1 Oct 2 002 
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AB Poorly controlled or untreated type I diabetes 

mellitus is characterized by hyperglycemia and is associated with 
decreased bone mass and osteoporosis. We have demonstrated that 
osteoblasts are sensitive to hyperglycemia-associated osmotic stress and 
respond to elevated extracellular glucose or mannitol by increasing c-jun 
and collagen I expression. To determine whether MAPKs are involved in 
this response, MC3T3-E1 osteoblasts were treated with 16.5 mm glucose, 
mannitol, or contrast dye for 1 h. Immunoblotting of phosphorylated p38 
demonstrated activation of p3 8 MAPK by hyperosmotic stress in vitro and in 
vivo. Activation peaked at 20 min, remained detectable after 24 h, and 
was protein kinase C- independent . Activating transcription factor-2 
(ATF-2) activation followed the same pattern as phospho-p38. 
Transactivation of cAMP response element (CRE) - and c-jun promoter 
(containing a CRE-like element) -reporter constructs increased following 
hyperosmotic treatment. SB 203580 (a p38 MAPK 

inhibitor) blocked ATF-2 phosphorylation, CRE transactivation, and 
c-jun promoter activation. Hyperosmotic activation of collagen I promoter 
activity was also inhibited by SB 203580, consistent with the involvement 
of c-jun in collagen I up-regulation . Therefore, we propose that 
hyperglycemia-induced increases in p38 MAPK activity and ATF-2 
phosphorylation contribute to CRE activation and modulation of c-jun and 
collagen I expression in osteoblasts. 
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effects of vanadium. 

Mehdi, Mohamad Z.; Pandey, San jay K. ; Theberge, 
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Cell Biochemistry and Biophysics, (2006) Vol. 44, No. 1, 
pp. 73-81. 
ISSN: 1085-9195. 
Article 

General Review; (Literature .Review) 
English 

Entered STN: 13 Sep 2 006 
Last Updated on STN: 13 Sep 2 006 
Among several metals, vanadium has emerged as an extremely potent agent 
with insulin-like properties. These insulin-like properties have been 
demonstrated in isolated cells, tissues, different animal models of type I 
and type II diabetes as well as a limited number of human 
subjects. Vanadium treatment has been found to improve abnormalities of 
carbohydrate and lipid metabolism and of gene expression in rodent models 
of diabetes. In isolated cells, it enhances glucose transport, 
glycogen and lipid synthesis, and inhibits gluconeogenesis and lipolysis. 
The molecular mechanism responsible for the insulin-like effects of 
vanadium compounds have been shown to involve the activation of several 
key components of insulin- signaling pathways that include the 
mitogen-activated-protein kinases (MAPKs) extracellular signal-regulated 
kinasel/2 (ERK1/2) and p3 8NIAPK, and phosphaticlylinositol 3-kinase 
(PI3-K) /protein kinase B (PKB) . It is interesting that the vanadium 
effect on these signaling systems is independent of insulin receptor 
protein tyrosine kinase activity, but it is associated with enhanced 
tyrosine phosphorylation of insulin receptor substrate-1. These actions 
seem to be secondary to vanadium- induced inhibition of protein tyrosine 
phosphatases. Because MAPK and PI3-K/PKB pathways are implicated in 
mediating the mitogenic and metabolic effects of insulin, respectively, it, 
is plausible that mimicry of these pathways by vanadium serves as a 
mechanism for its insulin-like responses. 
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Elevated glucose and diabetes promote 
interleukin-12 cytokine gene expression in mouse 
macrophages. 

Wen, Yeshao; Gu, Jiali; Li, Shu-Lian; Reddy, Marpadga A. ; 
Natarajan, Rama; Nadler, Jerry L. [Reprint Author] 
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Endocrinology, (MAY 2006) Vol. 147, No. 5, pp. 2518-2525. 
CODEN: ENDOAO. ISSN: 0013-7227. 
Article 
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Entered STN: 23 Aug 2006 
Last Updated on STN: 23 Aug 2 006 
Inflammation is emerging as an important mechanism for microand 
macrovascular complication of diabetes. The macrophage plays a 
key role in the chronic inflammatory response in part by generating 
particular cytokines. IL-1 beta, IL-6, IL12, IL-18, TNF alpha, and 
interf eron-gamma are produced primarily in macrophages and have been 
associated with accelerated atherosclerosis and altered vascular wall 
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function. In this study, we evaluated the effect and mechanism of high 
glucose (HG) on gene expression of these cytokines in mouse peritoneal 
macrophages (MPM) . HG led to a 2-fold increase in the mRNA expression of 
these cytokines, with IL-12 showing the highest activation (5. 4 -fold) in a 
time -dependent (3-12 h) and dosedependent (10, 17.5, and 25 mmol/liter) 
manner. The effects were specific to HG because mannitol and 
3 -o-methyl -glucose had no effect on cytokine mRNA expression. HG also 
increased IL-12 protein accumulation from MPM. We also explored the role 
of induced and spontaneous diabetes on inflammatory cytokine 
expression in MPM. Increases in expression in MPM of multiple 
inflammatory cytokines, including a 20 -fold increase in IL-12 mRNA, were 
observed in streptozotocin- induced type 1 diabetic mice as well as type 2 
diabetic db/db mice, suggesting that cytokine gene expression is increased 
by hyperglycemia in vivo. We next explored potential mechanisms of 
HG-induced increases in IL-12 mRNA. HGincreased the activity of protein 
kinase C, p38MAPK (p38) , c-Jun terminal kinase, and inhibitory-kappa B 
kinase in MPM. Furthermore, inhibitors of these signaling pathways 
significantly reduced HG-induced IL-12 mRNA expression in MPM. These 
results provide evidence for a potentially important mechanism linking 
elevated glucose and diabetes to inflammation. 
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AB Diabetic nephropathy is the most common cause of end-stage renal disease 
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in the U.S. Recent studies demonstrate that loss of podocytes is an early- 
feature of diabetic nephropathy that predicts its progressive course. 
Cause and consequences of podocyte loss during early diabetic nephropathy 
remain poorly understood. Here, we demonstrate that podocyte apoptosis 
increased sharply with onset of hyperglycemia in Ins2 (Akita) (Akita) mice 
with type 1 diabetes and Lepr(db/db) (db/db) 
mice with obesity and type 2 diabetes. Podocyte apoptosis 
coincided with the onset of urinary albumin excretion (UAE) and preceded 
significant losses of podocytes in Akita (37% reduction) and db/db (27% 
reduction) mice. Increased extracellular glucose (30 mmol/1) rapidly 
stimulated generation of intracellular reactive oxygen species (ROS) 
through NADPH oxidase and mitochondrial pathways and led to activation of 
proapoptotic p38 mitogen-activated protein kinase and caspase 3 and to 
apoptosis of conditionally immortalized podocytes in vitro. Chronic 
inhibition of NADPH oxidase prevented podocyte apoptosis and ameliorated 
podocyte depletion, UAE , and mesangial matrix expansion in db/db mice. In 
conclusion, our results demonstrate for the first time that 
glucose -induced ROS production initiates podocyte apoptosis and podocyte 
depletion in vitro and in vivo and suggest that podocyte 

apoptosis/depletion represents a novel early pathomechanism ( s) leading to 
diabetic nephropathy in murine type 1 and type 2 diabetic models. 
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Selective inhibition of Fc epsilon Rl-mediated mast cell 
activation by a truncated variant of Cbl-b related to the 
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Qu, Xiujuan; Miah, S. M. Shahjahan; Hatani, Tomoko; 
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Article 
English 

Entered STN: 5 Oct 2005 
Last Updated on STN: 5 Oct 2005 
Ubiquitin-protein ligase Cbl-b negatively regulates high affinity IgE 
receptor (Fc epsilon RI) -mediated degranulation and cytokine gene 
transcription in mast cells. In this study, we have examined the role of 
a truncated variant of Cbl-b related to the rat model of type 
1 diabetes mellitus using the mast cell signaling model. 

Overexpression of the truncated Cbl-b that lacks the C-terminal region did 
not suppress the activation of proximal and distal signaling molecules 
leading to degranulation. Fc epsilon CRI-mediated tyrosine 
phosphorylation of Syk, Gab2, and phospholipase C-gamma 1, and activation 
of c-Jun N-terminal kinase (JNK) , extracellular signal-regulated kinase 

(ERK) , p38 mitogen-activated protein kinase (MAP kinase) , and inhibitor of 
nuclear factor kappa B kinase (IKK) , and generation of Racl are unaffected 
in cells overexpressing the truncated Cbl-b in the lipid raft. On the 
other hand, Fc epsilon Rl-mediated transcriptional activation of nuclear 
factor of activated T cells (NFAT) , and transcription of interleukin-3 

(IL-3) and IL-4 mRNA are inhibited by overexpression of the truncated 
variant of Cbl-b. This suppression parallels the re-compartmentalization 
of specific effector molecules in the lipid raft. These structural and 
functional analyses reveal the mechanism underlying the selective 
inhibition of cellular signaling by the truncated variant of Cbl-b related 
to insulin-dependent diabetes mellitus. 
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C-peptide stimulates ERKl/2 and JNK MAP kinases via 
activation of protein kinase C in human renal tubular 
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H.; Wahren, J.; Chibalin, A. V. [Reprint Author] 
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AB Aims/hypothesis: Accumulating evidence indicates that replacement of 
C-peptide in type 1 diabetes ameliorates 

nerve and kidney dysfunction, but the molecular mechanisms involved are 
incompletely understood. C-peptide shows specific binding to a 
G-protein-coupled membrane binding site, resulting in Ca2+ influx, 
activation of mitogen-activated protein kinase signalling pathways, and 
stimulation of Na+, K+-ATPase and endothelial nitric oxide synthase. This 
study examines the intracellular signalling pathways activated by 
C-peptide in human renal tubular cells. Methods: Human renal tubular 
cells were cultured from the outer cortex of renal tissue obtained from 
patients undergoing elective nephrectomy. Extracellular-signal- regulated 
kinase 1/2 (ERKl/2), c-Jun N-terminal kinase (JNK) and Akt/protein kinase 
B (PKB) activation was determined using phospho- specif ic antibodies. 
Protein kinase C (PKC) and RhoA activation was determined by measuring 
their translocation to the cell membrane fraction using isof orm-specif ic 
antibodies. Results: Human C-peptide increases phosphorylation of ERK1/2 
and Akt/PKB in a concentration- and time -dependent manner in renal tubular 
cells. The C-terminal pentapeptide of C-peptide is equipotent with the 
full-length C-peptide, whereas scrambled C-peptide has no effect. 
C-peptide stimulation also results in phosphorylation of JNK, but not of 
p38 mitogen-activated protein kinase. MEKl/2 inhibitor PD98059 blocks the 
C-peptide effect on ERKl/2 phosphorylation. C-peptide causes specific 
translocation of PKC isoforms delta and epsilon to the membrane fraction 
in tubular cells. All stimulatory effects of C-peptide were abolished by 
pertussis toxin. The isof orm-specif ic PKC-delta inhibitor rottlerin and 
the broad-spectrum PKC inhibitor GF109203X both abolish the C-peptide 
effect on ERKl/2 phosphorylation. C-peptide stimulation also causes 
translocation of the small GTPase RhoA from the cytosol to the cell 
membrane. Inhibition of phosphqlipase C abolished the stimulatory effect 
of C-peptide on phosphorylation of ERKl/2, JNK and PKC-delta. 
Conclusions/interpretation: C-peptide signal transduction in human renal 
tubular cells involves the activation of phospholipase C and PKC-delta and 
PKC-epsilon, as well as RhoA, followed by phosphorylation of ERKl/2 and 
JNK, and a parallel activation of Akt . 
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Abnormal p3 8 mitogen-activated protein kinase signalling in 
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Author] 
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print. 
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Article 
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Aims /hypothesis . Inflammation and fibrosis are pathological mechanisms 
that are partially regulated by cell signalling through the p38 
mitogen-activated protein kinase (MAPK) pathway. Elements of the diabetic 
milieu such as high glucose and advanced glycation end-products induce 
activation of this pathway in renal cells. Therefore, we examined whether 
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p38 MAPK signalling is associated with the development of human and 
experimental diabetic nephropathy. Methods. Immunostaining identified 
phosphorylated (active) p38 MAPK in human biopsies with no abnormality 
(n=6) and with Type 2 diabetic nephropathy <n=12) . Changes in kidney 
levels of phosphorylated p3 8 were assessed by immunostaining and western 
blotting in mice with streptozotocin- induced Type 1 
diabetes that had been killed after 0.5, 2, 3, 4 and 8 months, and 
in Type 2 diabetic db/db mice at 2 , 4, 6 and 8 months of age. Results. 
Phosphorylated p38 was detected in some intrinsic cells in normal human 
kidney, including podocytes, cortical tubules and occasional interstitial 
cells. Greater numbers of these phosphorylated p38+ cells were observed 
in diabetic patients, and phosphorylated p3 8 was identified in 
accumulating interstitial macrophages and myofibroblasts. A similar 
pattern of p3 8 activation was observed in both mouse models of 
diabetes. In mice, kidney levels of phosphorylated p3 8 increased 
(2-6 fold) following the onset of Type 1 and Type 2 diabetes. 
In both mouse models, interstitial phosphorylated p38+ cells were 
associated with hyperglycaemia, increased HbAlc levels and albuminuria. 
Further assessment of streptozotocin- induced diabetic nephropathy showed 
that interstitial phosphorylated p38+ cells correlated with interstitial 
fibrosis (myofibroblasts, collagen) . Conclusions/interpretation. 
Increased p3 8 MAPK signalling is a feature of human and experimental 
diabetic nephropathy. Time course studies in mouse models suggest that 
phosphorylation of p38 plays a pathological role, particularly in the 
development of interstitial fibrosis. 
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AB The cyclooxygenase (COX) -2 enzyme has been implicated in the pathogenesis 
of several inflammatory diseases. However, its role in diabetic vascular 
disease is unclear. In this study, we evaluated the hypothesis that 
diabetic conditions can induce COX-2 in monocytes. High glucose treatment 
of THP-l monocytic cells led to a significant three- to fivefold induction 
of COX-2 mRNA and protein expression but not COX-1 mRNA. High 
glucose-induced COX-2 mRNA was blocked by inhibitors of nuclear 
f actor-kappaB (NF-kappaB) , protein kinase C, and p38 mitogen-activated 
protein kinase. In addition, an antioxidant and inhibitors of 
mitochondrial superoxide, NADPH oxidase, and glucose metabolism to 
glucosamine also blocked high glucose -induced COX-2 expression to varying 
degrees. High glucose significantly increased transcription from a human 
COX-2 promoter-lucif erase construct (twofold, P < 0.001). Promoter 
deletion analyses and inhibition of transcription by NF-kappaB 
superrepressor and cAMP- responsive element binding (CREB) mutants 
confirmed the involvement of NF-kappaB and CREB transcription factors in 
high glucose- induced COX-2 regulation. In addition, isolated peripheral 
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blood monocytes from type 1 and type 2 diabetic patients had high levels 
of COX-2 mRNA, whereas those from normal volunteers showed no expression. 
These results show that high glucose and diabetes can augment 
inflammatory responses by upregulating COX-2 via multiple signaling 
pathways, leading to monocyte activation relevant to the pathogenesis of 
diabetes complications. 
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The specific p38 mitogen-activated protein kinase pathway 
inhibitor FR167653 keeps insulitis benign in nonobese 
diabetic mice. 

Ando, Hitoshi; Kurita, Seiichiro; Takamura, Toshinari 
[Reprint Author] 

Department of Endocrinology and Metabolism, Kanazawa 
University Graduate School of Medical Science, 13-1 
Takara-machi , Kanazawa, Ishikawa, 920-8641, Japan 
tt@medf . m. kanazawa -u. ac . jp 

Life Sciences, (February 20 2004) Vol. 74, No. 14, pp. 
1817-1827. print. 
ISSN: 0024-3205 (ISSN print) . 
Article 
English 

Entered STN: 3 Mar 2004 
Last Updated on STN: 3 Mar 2 004 
The p3 8 mitogen-activated protein kinase (MAPK) pathway is important in 
Thl immunity, macrophage activation, and apoptosis. Since they may be 
associated with beta-cell destruction during the development of 
type 1 diabetes, we investigated the role of 

the p3 8 MAPK pathway in female nonobese diabetic (NOD) mice. 
Phosphorylated p3 8 MAPK was observed immunohistochemically in CD4+ cells 
that had infiltrated into the islets and part of beta-cells, increasing in 
proportion to the severity of insulitis. Continuous oral administration 
of 0.08% FR167653, a specific p38 MAPK pathway inhibitor, significantly 
reduced the ex vivo production of interf eron-gamma by splenic Thl cells 
without affecting interleukin-4 production by Th2 cells. FR167653 
administration from 4-30 weeks of age prevented NOD mice from developing 
diabetes without affecting the severity of insulitis. Treatment 
with FR167653 after insulitis had developed (i.e. from 10-30 weeks of age) 
also prevented diabetes, further suggesting that treatment with 
the p38 MAPK pathway inhibitor keeps insulitis benign in NOD mice, partly 
by inhibiting Thl immunity. These findings suggest that p38 MAPK is a key 
mediator that switches insulitis from benign to destructive in the 
development of type 1 diabetes. 
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print . 
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Last Updated on STN: 4 Feb 2004 

AB Background: We have previously reported that C-peptide exerts preventive 
and therapeutic effects on diabetic neuropathy in type 1 diabetic 
BB/Wor-rats and that it prevents duration-dependent hippocampal apoptosis 
in the same animal model. In the present study, we examined human 
neuroblastoma SH-SY5Y cells to examine whether C-peptide stimulates cell 
prolif eration/neurite outgrowth and whether it has antiapoptotic effects. 
Methods: For neurite outgrowth, serum- starved cultures were treated with 
C-peptide and/or insulin or IGF-1. Neurites were visualized with NF-L 
antibody and measured morphometrically . Cell numbers were determined 
using an electronic cell counter. Scrambled C-peptide was used as a 
negative control. For assessment of apoptosis, SH-SY5Y cells were 
incubated with 100 mM glucose for 24 h, and the effects of C-peptide 
and/or insulin or IGF-1 were examined. Apoptosis was demonstrated by 
transf erase-mediated dUTP nick-end labeling (TUNEL) /4 , 6-diamidino-2- 
phenylindole (DAPI) stainings, flow cytometry and changes in the 
expression of Bcl2 . Activation of insulin signaling intermediaries was 
determined by Western blots. Translocation of NF-kappaB was demonstrated 
immunocytochemically . Results: C-peptide but not scrambled C-peptide 
stimulated cell proliferation and neurite outgrowth. In the presence of 4 
nM insulin, 3 nM C-peptide significantly increased autophosphorylation of 
the insulin receptor (IR) but not that of the insulin-like growth factor 1 
receptor (IGF-1R) . It stimulated phosphoinositide 3-kinase (PI-3 kinase) 
and p3 8 mitogen-activated protein (MAP) kinase activation, enhanced the 
expression and translocation of nuclear f actor-kappaB (NF-kappaB) , 
promoted the expression of Bcl2 and reduced c-jun N-terminal kinase (JNK) 
phosphorylation in excess of that of insulin alone. Conclusions: 
C-peptide in the presence of insulin exerts synergistic effects on cell 
proliferation, neurite outgrowth and has in the presence of insulin an 
antiapoptotic effect on high glucose-induced apoptosis but less so on 
hyperosmolar- induced apoptosis. These effects are likely to be mediated 
via interactions with the insulin signaling pathway. 
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AB Accumulating evidence suggests that the pathophysiology of 

diabetes is analogous to chronic inflammatory states. Circulating 
levels of inflammatory cytokines such as IL-6 and tumor necrosis factor 
alpha (TNFalpha) are increased in both type 1 and type 2 diabetes 

TNFalpha plays an important role in the pathogenesis of insulin 
resistance in type 2 diabetes. However, the reason for this 
increase remains unclear. Levels of the dicarbonyl methylglyoxal (MGO) 
are elevated in diabetic plasma and MGO-modified bovine serum albumin 
(MGO-BSA) can trigger cellular uptake of TNF. Therefore we tested the 
hypothesis that MGO-modified proteins may cause TNFalpha secretion in 
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macrophage -like RAW 264.7 cells. Treatment of cells with MGO-BSA induced 
TNFalpha release in a dose -dependent manner. MGO-modified ribonuclease A 
and chicken egg ovalbumin had similar effects. Cotreatment of cells with 
antioxidant reagent N-acetylcysteine (NAC) inhibited MGO-BSA- induced 
TNFalpha secretion. MGO-BSA stimulated the simultaneous activation of 
p44/42 and p38 mitogen-activated protein kinase. PD98059 # a selective MEK 
inhibitor, inhibited MGO-BSA- induced TNFalpha release as well as ERK 
phosphorylation. Pretreatment of cells with NAC also resulted in 
inhibition of MGO-BSA- induced ERK phosphorylation. MGO-BSA induced 
dose -dependent NFkappaB activation as shown by electrophoresis mobility 
shift assay. The MGO-BSA- induced NFkappaB activation was prevented in the 
presence of PD98059, NAC, and parthenolide , a selective inhibitor of 
NFkappaB. Furthermore, the NFkappaB inhibitor parthenolide suppressed 
MGO-BSA- induced TNFalpha secretion. Confocal microscopy using 
dichlorof luorescein to demonstrate intracellular reactive oxygen species 
(ROS) showed that MGO-BSA produced more ROS compared with native BSA. 
MGO-BSA could also stimulate protein kinase C (PKC) translocation to the 
cell membrane, considered a key signaling pathway in diabetes. 
However, there was no evidence that PKC was involved in TNFalpha release 
based on inhibition by calphostin C and staurosporine . Our findings 
suggest that the presence of chronically elevated levels of MGO-modified 
bovine serum albumin may contribute to elevated levels of TNFalpha in 
diabetes . 
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AB In both type 1 and type 2 diabetes, diabetic complications in 

target organs arise from chronic elevations of glucose. The pathogenic 
effect of high glucose, possibly in concert with fatty acids, is mediated 
to a significant extent via increased production of reactive oxygen 
species (ROS) and reactive nitrogen species (RNS) and subsequent oxidative 
stress. ROS and RNS directly oxidize and damage DNA, proteins, and 
lipids. In addition to their ability to directly inflict damage on 
macromolecules, ROS and RNS indirectly induce damage to tissues by 
activating a number of cellular stress-sensitive pathways. These pathways 
include nuclear f actor-kappaB, p38 mitogen-activated protein kinase, 
NH2 -terminal Jun kinases/stress-activated protein kinases, hexosamines, 
and others. In addition, there is evidence that in type 2 
diabetes, the activation of these same pathways by elevations in 
glucose and free fatty acid (FFA) levels leads to both insulin resistance 
and impaired insulin secretion. Therefore, we propose here that the 
hyperglycemia- induced, and possibly FFA- induced, activation of stress 
pathways plays a key role in the development of not only the late 
complications in type 1 and type 2 diabetes, but also the 
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insulin resistance and impaired insulin secretion seen in type 2 
diabetes . 
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Poorly controlled or untreated type I diabetes 

mellitus is characterized by hyperglycemia and is associated with 
decreased bone mass and osteoporosis. We have demonstrated that 
osteoblasts are sensitive to hyperglycemia-associated osmotic stress and 
respond to elevated extracellular glucose or mannitol by increasing c-jun 
and collagen I expression. To determine whether MAPKs are involved in 
this response, MC3T3-E1 osteoblasts were treated with 16.5 mM glucose, 
mannitol, or contrast dye for 1 h. Immunoblotting of phosphorylated p3 8 
demonstrated activation of p3 8 MAPK by hyperosmotic stress in vitro and in 
vivo. Activation peaked at 20 min, remained detectable after 24 h, and 
was protein kinase C - independent . Activating transcription factor-2 
(ATF-2) activation followed the same pattern as phospho-p3 8. 
Transact ivation of cAMP response element (CRE) - and c-jun promoter 
(containing a CRE-like element) -reporter constructs increased following 
hyperosmotic treatment. SB 203580 (a p38 MAPK 

inhibitor) blocked ATF-2 phosphorylation, CRE transactivation, and 
c-jun promoter activation. Hyperosmotic activation of collagen I promoter 
activity was also inhibited by SB 203580, consistent with the involvement 
of c-jun in collagen I up-regulation . Therefore, we propose that 
hyperglycemia -induced increases in p38 MAPK activity and ATF-2 
phosphorylation contribute to CRE activation and modulation of c-jun and 
collagen I expression in osteoblasts. 
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Background: Several problems can occur after allogeneic islet 
transplantation: primary nonfunction, rejection, and the recurrence of 
autoimmune disease, which involve attack by the recipient's cytokines, T 
cells, natural killer cells, and monocytes on the donor's beta cells, 
which leads to beta-cell destruction. Recent studies have revealed that 
loss of transplanted islets is caused mainly by apoptosis. Heme 
oxygenase-1 (HO-1) is one of the antiapoptotic genes up-regulated under 
stress conditions. The aim of this work was to investigate any mechanisms 
of HO-l-mediated protection of beta cells from apoptosis. Methods: 
Apoptosis was assessed by comparison of viable transfected cells with and 
without apoptotic stimuli, and with and without HO-1 overexpression . 
Activation and function of p38 mitogen-activated protein kinase were 
determined using the specific inhibitor SB203580. Results: We have shown 
that HO-1 mediates antiapoptotic effects in beta cells. The percentage of 
apoptotic cells after stimulation with tumor necrosis factor alpha 
decreased from 75% without HO-1 to 5% when HO-1 was overexpressed . Our 
data indicate that HO-1 acts as a signal terminator of tumor necrosis 
factor alpha-induced apoptosis by modulation of the p3 8 mitogen-activated 
protein kinase pathway. Conclusions: Profound cell stress that occurs in 
islets after transplantation, as well as at the onset of diabetes 
, results in beta-cell loss through apoptosis. Protection of beta cells 
by HO-1 improves their survival in vitro after various proapoptotic 
stimuli, suggesting that HO-1 suppresses one or several signaling pathways 
leading to apoptosis. We hypothesize that our in vitro findings can be 
extrapolated to the in vivo situation, and we propose that expression of 
HO-1 in islets may illuminate a valuable new approach to improving 
diabetes treatment . 
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Hyperglycemia-associated infections in diabetes reflect a 
dysfunction in neutrophilic polymorphonuclear leukocytes (PMN) . 
Previously, we observed that PMN from poorly controlled diabetics have 
reduced functional responsiveness to those agonists which utilize 
G-protein-coupled receptors (GPCR) . The basis for this agonist-selective 
impairment is unknown but likely reflects altered signal transduction. 
The present study examined the activation of p38 MAPK in PMN from diabetic 
(type 1) or normal subjects in relation to glycosylated hemoglobin 
(HgAlc) . Isolated PMN were stimulated with FMLP (100 nM) , PAF (1 nM) , C5a 
(10 nM) , LTB4 (10 nM) , IL-8 (10 nM) or PMA (65 nM) ; the levels of total or 
phosphorylated p38 MAPK in cell lysates were determined by Western 
blotting. Despite the fact that total p38 MAPK was comparable in diabetic 
and- normal PMN, p3 8 MAPK phosphorylation was markedly reduced in diabetic 
PMN after stimulation via GPCR. Importantly, this reduction occurred in 
parallel with a decrease in the level of glycemic control, i.e., as the 
level of HgAlc was increased, the extent of p3 8 MAPK activation was 
decreased. In contrast to the reduction of GPCR- induced p3 8 MAPK 
activation in diabetic PMN, the activation of p38 MAPK initiated by PMA 
was similar to that of normal PMN. This suggests that altered signal 
transduction in diabetic PMN does not include deficits either at or 
downstream of PKC activation. In summary, the glycemia-dependent 
impairment of p38 MAPK activation by diabetic PMN affects diverse agonists 
which utilize GPCR and likely involves events upstream of PKC activation. 
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Poorly controlled or untreated type I diabetes 

mellitus is characterized by hyperglycemia and is associated with 
decreased bone mass and osteoporosis. We have demonstrated that 
osteoblasts are sensitive to hyperglycemia-associated osmotic stress and 
respond to elevated extracellular glucose or mannitol by increasing c-jun 
and collagen I expression. To determine whether MAPKs are involved in 
this response, MC3T3-E1 osteoblasts were treated with 16.5 mM glucose, 
mannitol, or contrast dye for 1 h. Immunoblotting of phosphorylated p38 
demonstrated activation of p38 MAPK by hyperosmotic stress in vitro and in 
vivo. Activation peaked at 20 min, remained detectable after 24 h, and 
was protein kinase C - independent . Activating transcription factor-2 

(ATF-2) activation followed the same pattern as phospho-p38. 
Transactivation of cAMP response element (CRE) - and c-jun promoter 

(containing a CRE-like element) -reporter constructs increased following 
hyperosmotic treatment. SB 203580 (a p38 MAPK 

inhibitor) blocked ATF-2 phosphorylation, CRE transactivation, and 
c-jun promoter activation. Hyperosmotic activation of collagen I promoter 
activity was also inhibited by SB 203580, consistent with the involvement 
of c-jun in collagen I up-regulation. Therefore, we propose that 
hyperglycemia-induced increases in p38 MAPK activity and ATF-2 
phosphorylation contribute to CRE activation and modulation of c-jun and 
collagen I expression in osteoblasts. 



Searched by Mary Jane Ruhl Ext. 22524 



Page 64 



